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Abstract

AIM: To investigate the effect of vincristine on activation
of nuclear factor-kappa B (NF-kB) and expression of p-
glycoprotein (P-gp) in vincristine-resistant human gastric
cancer SGC7901 cells (SGC7901/VCR) and the parent sen-
sitive clone (SGC7901).

METHODS: NF-kB-DNA binding activity was determined by
electrophoretic mobility shift assay (EMSA). Levels of in-
hibitory kB (IkB-a) and P-gp were measured by cellular-
ELISA. And immunocytochemistry was used to detect the
translocation of P65.

RESULTS: IN comparison with the parent SGC7901 cells,
the basal and vincristine-induced NF-kB-DNA binding ac-
tivity at various concentrations were all higher in the
SGC7901/VCR cells. Concurrent with the NF-kB activation,
vincristine-induced IkB-a degradation and P-gp upregulation
were also found to be highly enhanced in the SGC7901/VCR
cells than that in the sensitive SGC7901 cells. In the
SGC7901/VCR cells, the activation of NF-kB induced by vin-
cristine showed a positive relation with the level of P-gp
expression (r =0.977, P <0.01). And nuclear translocation
of P65 occurred concomitantly with NF-kB activation.
Furthermore, the inhibition of NF-kB by MG-132, a proteasome
inhibitor, could reduce NF-kB activation, 1kB-a degradation
and P-gp upregulation.

CONCLUSION: The enhancement of NF-kB activation cor-
relates with vincristine resistance and NF-kB may play an
important role in the regulation of the P-gp expression.
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